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(57) Abstract: An antibody capable of recognizing amyloid while not recognizing amyloid ft precursor proteins; and a method 
of using the same. There are provided a monoclonal antibody characterized in that it is capable of recognizing the N-terminus peptide 
jj^ of amyloid /? while not recognizing amyloid /? precursor proteins; and, using the same, an amyloid /3 assay kit, therapeutic agent 
for Alzheimer' s disease and method of treating Alzheimer' s disease. 
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[0002] T$P-fK £ «\ T^n-YK jS wMW-W & (Amyloid 

Precursor Protein : APP) frb j3 — fe^l>^— if So j;^ y — fe^l>^— tf (il J; 0-50 0 ft£ 

£T5£MT/3 (1-40)^V^\ 42T3:/^<DT^-rKj3^T5n-fKj3 (l-42)£V>5o 

jS (1-40) (g£^IJ#^-5) : DAEFRHDSGYEVHHQKLVFFAEDVG 
SNKGAIIGLMVGGVV 

T^n-YK j8 (1-42) (ga^iJ#-^-6) : DAEFRHDSGYEVHHQKLVFFAEDVG 
SNKGAIIGLMVGGVVIA 
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^^K-e$?*9#tt^||v^^W^tt-CV^§ 0 — ^\ (1-42) fi^Sgft-Cfc 
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[0005] ^rure, t^h-yk 0 ©atemrarsixY k & ^tmmm^tix^ ^ c^Rtf, #fp 

Ml)„ L^UeflSfc, ttflB#fF^cmi^lB«(DT^n^Ki8^:ft:{*T^n^Ki8 0T 
^/^IB^J^3-8^rfh— zf&^tfrZhWfootttlb, ^frStftJfflbfcT^tM'K 
iSSU^^h^^f-^^^bfcT^n-rKiS (l-42)&5V>fST^tM'Kj3 (1-4 

o) srifeffl-rst©©, t^h^k /s ne^s & (AP^^mmo-efcofco 

UE^rrT|S$tL-CV^T^n^Kj3^:#:(6E10: Signet Laboratories, Inc) fcAPPSrfBUfe 
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ttT^n^K j3 (1-42) (DT^y^ga^lJ (E^lJ#-^5fc5V M2ia?lJ#^6) ©N*«^b 
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[0029] (a) D AEFRHDS G YE VHHQK 
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[0039] ^f«j^^fflVN^§^5/^y^^J^LT«, ^^^«ffl$^TV>§ffl^CD 

N, N-^f-;v*;VA7$K(DMF) , ;W*^r^P\ v^^^f/^ffl-e 
SJ^^^ffli-^^^K^N-tKndf-^/N^^^K^(D^5/^y^^J(D^ 
/Wtte03;L<tel : 10— 10: 1, St>0^b<^l : 1X&Z> 0 fcfoU&te, 0— 50°C, 
^*L<{i22-27°C-X:\ SJSB#^f*5^— 24B#^, ^L<^l-2B#^-efeS 0 S 

[0040] ^^y^sjS^.s^^^iis^^b^^^bfc^^p^s^^ 
^^(D^/v^iy/^m^mizmr^^^^m^n^o R^n&i^ o-6o°c 

, 0£b<te5-4O°C, J:«90*b<^22-27°Ct:\ BcJ«f?m3:5^- 24B#^, 0* 

b< « i - 1 6 n# ng , J: <9 0*l< i - 2 n# "c&So 
[0041] _htav vr ttd^^&^ i«9#^ttfc^^^, it m.wu9J*mz£oxnmrr 

[0042] ^2(D^-efflV>^^, ^IB^l^^-C^V^^WJ:?)^^^ 
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[0043] (b) DAEFR (@B^J#-^2) 

[0044] JiiE^^m, W&m&i¥&1rZ(Dbm&(D*W:^ftm'fr*4k&®b<Dl£ 

[0045] ±m<D£?\zvxmbnt^&mite£Tf^m2%fombu zxi&m^z 

'So 

[0046] ^m^^mrnvx^mm^N^m^i^mi-^a^ tf^i^n© 
faj%bvxmmizfrm&m\ #cv^\ mm^^n<>ftmmiz.^m2^m2(D 

[0047] ^W^JK^irbTtt, £1\ M^i^y^^hy^^^CWT, rpBS 

[0048] ^-&^ri^m^b^xnmm^mx^m^fz.h(D^^rihmmx^^K mz. 

[0049] #cwc\ ±m<D£?izMi(vffimx^&ft<>fcmm^ mi<^sMtmm^^ 

ir%(Dbmm^ mtitifem^mmxmmm, m^Kmmm^^mm^m 
mxmmmn?z.b&x%z 0 
[0050] mk mmizm \ ±m(D^m^n^fcmm^hntc^mmb, ^n—^m 
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[oo5i] M<vxmbfr%^w<DNi$fom^ ^^mmmm<Dmmtvxh^^T/^ 

^^^—mm^mmMt^xmrnx^ 
[oo52] ft&^mmmWi<D&.mbi,xtizmirz>\a^ ^m^mm^^mmitir^t 

[0053] ^.co^ibmmn, m^^xf-<^^>^—^ (hrp) , T;vw7**7r?—vm 
t*. ^mt^mmMm^^^xmm^ti^mmco^ti^hmmi-^t^x^, m 
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[0054] ^mm<DN^^m^ m^r^^v & (1-40) ^fc^r^p^K # (1-42) ^fgm 
&x$z>u.mt\.x®imx%z> 0 

[0055] ^^(DNSia^^l^t^ST^n^K j8 (1-40) *^«T^n^K 0 (1-42) & 
^ftSftftLTii, T^n^KjS (1-40) ^fcteT^n-fKiS (1—42) ©7 

/pfofo^;?v—^/vm*&mmx^% 0 ^mmic^^xi^ ztibcDttfaw 

[0056] ±fB«#Lft:te, PJ^^ti-^T^n^K j3 (1-40) ^fcteT^n-f R £ (1-42) CO 
Kj8 (l-40)£fcteT^n-rKj3 (l-42)^OT^n-fKj3 (l-43)^£§B$fcL/jrV> 
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[0057] A#l$fcT^n^K/3 (l-40)»f5CW(£JlT, rcffi&CftUi*^)^ 

t^tk/s (i-4o) mmm^5)<DC3^frbNMmmzmmLtcT^;mmm*b 

ffimtiT&affii^^-hl-Z, T5n-TK/3 (1-40) <D 18— 40<£>T5/BfcBE?lj3&>£>&£'< 
^KtfWSOX, #tCT5WK/5 (1-40) <D35— 403&>kfc5#C©T^/BfeE#l(c) 

[0058] (c)MVGGW(IE^fJ#-^3) 

[0059] IHtfe £ (1-42) ^f&lf^C^ft: (WT, rc«L#:2j £l >?) T 

wkj5 d-42) mmm^e)<Dc^^hN^m\^mm^r^ymmm^htj: 
^zf^v^wmt\^x, mmiz£.mz>zk&x%z> 0 x^Md^mmmt-r^^ 

Ktt, T^n-TK J3 (l-42)(D18-42(DT^y^IS^^^^^K^0^L<, # 
HlT^n>fK/3 (l-42)©38— 4236^^5?feOT^BftE^I(d)-C^$tt5^^K^ 

[0060] (d) GWIA (ga^lJ#-^-4) 

[0061] *fc. _hfB-<7 0 ^K^ffl V ^TCSfei#:^Mi-§^, ^^bTttflBN*^:^^ 

T5y^tc^ii^^y^.^^^(KC)^#ftTM^-fr6^^dW*bv\ 

[0062] ±fE<£> J^&T^n^K j3 (1-40) *fcttT5n>fK /3 (1-42) SrfRflfc-rSJrifrfcL-C 

Anti-Human Amyloid j3 (35-40) 
(1A10) Mouse IgG MoAb (Sf D #t: 10047) 

Anti-Human Amyloid @ (1-40) 
Rabbit IgG Affinity Purify (Sp n p#t: 18580) 

Anti-Human Amyloid £ (1-42) 
Rabbit IgG Affinity Purify (®r&#^-: 18582) 
[0063] ^i©NWt7^n^K 0 (1-40) SfcttTSt^K j3 (1-42) &mmrZ&C 
ftb*$Um~rtltf!T$u^}? $ (l-40)35fcf*T^n>fK/3 (l-42)S:Efflfe^SJ^i-5 
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LISA$x(E. Engvall et al., (1980): Methods in Enzymol., 70, 419-439) „ ^tJffiiW- 
?W;, XTf^yhm, mMm, ^^n^-(Ouchterlony), 

BgfP57^3J3 5 0 ) tfi&tf btlZo 

[0064] zxibnmfejjmzn* (Dm^hm^m^ar^t^x^^K mm, mm&m 
Aifeo— ^x^^v^^m^mKt<>x^(DmmM^m^nwx(DmK)x^ 

o 

[0065] £i\ X@(A) blsX, T^n-TK j8 (1-40) ^fcteT^tHT j3 (1-42) ^fElSTT^ 

^T^n^K ^ t$tii@#^ mz-^^^mz.zx), ^py^ym, x@(c 

&W%$L)&^TzMi, X@(D)iXT. ^mbfc^B^(DN^ft:^Px.. rtti-T 
5n^fKj3 t^^(Z)m^f*^^$^, ^mi-X@(E)i:bT, 

b\z.xx>, wfc)$vfc&mmfrh%iforp<DT^v4}? i3 <Dm&ikfeir%z.b&x%z> 
„ x@(a)^x@(d) icm\s^fomxm(DM&x%m&^mxfoz>i)K 
n^Kjs (i-4o)^»T$n/TKj3 a-42) ^mmir^m^mm^tc^mmm 

[0066] JM£&*}^X@(A) Ul^T, T^n/fK/S (1-40) 3;fcteT5n-fK/3 (1-42) ^ 

mmBi^mK^\^xmm^ti^(D^\^nhmmir^b^x^ 0 m%.&. ^v* 

^S«JSV^H^^^X-e^^ N M3T0.01 — lOO^g/ml®^ 0^b<«O.l — 
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mttm&Ktt:. 300 J ul/ / ^^WT-e20-150 J ul/ / ^/V@S^M*bV\ j£ 

[0067] *fc, X@ (B) O^a^lj:, I@ (A) -(?^Sr@+H>fbbfeSfr m*3V vf, # 
$EirZ>m&ft&Z>cD^\ WKCg6«lttT9o ^ci^dr>^Ji:Lrfi, fllfctf, BS 

A^^r^/V^^^ -7n-y9x>-7> (Block-Ace : ± 0 ^ffi^M (n-KNo.UK 
-25B) ) ^omiS(7)^n5/df-^^J^^-r§r^^^§ o J^iftT^n^^te 

[0068] Hfc, X@ (C) ^*5V NT, T^d-TK /3 ^tp^^^H^^Lfc^ifr^M^-fr, £ 

mfflitlsXn, 10mM<DPBS (pH7.2) :Jo£tK>.05% (v/v) <Z)Tween20(D^MC0 
[0069] ^3€t-, X|g (D) {CSSV vC, HtB^bf'^^ffiffi^tt^T^n^K 0 (D^iJ^^ 

UT^5,000- 10,000^ 03X< 1 .5-2.0t&3 £5 l^M^tl 
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[0070] mk \CXM (E) fC*5V vt\ Hta^bf'^-T^n^K j3 -fjlff ^#W^f*<DfJ| 
[0071] «3»*tfr©««Mfiii:L-C, ^-efeS^^i/y-- tf«rteffl1-5#£-fctt, 0tj 

mm4k7kmt3,3',5,5'-Th7?t?-/i"<^i?> our ttmbj £v $r&ttm 
mmmfc&M %m 2 5°c -e^3o^^^$*^ , i—2N<Dmm&j)\\x.xBm£c 

g^SJ^ltfe, 415nm-t?<DBR3feS«rS0^i-5^^5SLTV>5 o /jj*3 % UBcU<D|ft 

[0072] JifET'tftKUfcT^CMT 0 ^PJ^&^ifei-^te. ^W^NflgSMfc^tf 
fgl<Df£|£^ T5n-fKj3 (l-40)£fcteT5P-fK /3 (l-42)<^i8H-3*a#:£r^fr 

h J £V >5) £f ijffli"^ fcsWf-LV \, 
[0073] 2fc*3, ^K^h^^fe^J;«9^i-6ri!^-ei:5o JWfcltt^te, #$&W<DN$S& 
Jftflc, T^n^K)3 (l-40)^fcf*T^n^K)3 (l-42)^j»^5tfc#©V^*u&>«: 

[0074] ^Ur#^tb5»l^yb j ^ail^ifel2:«t5, jfn.«#(D^#:^(D^^^ 
&&&&UtT$VL<(}* 0 (l-40)^f^T5:a^Kj8 (1-42) &jEmzMfetZZ-b& 

[0075] £fc, ^K©N«^frH:7^n-fK j3 (DNffi^yf K^iL, a>oT5W K 0 
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[oo76] ^mm<DN^^r/py^4^-m(DmmMt^xmmir^m^a^ n«c 

[0077] *fc, ±mmmm<D&#~-<D®i j 3-mz, m^m^mm. ^m^mmirzmm 
(Dmm&zv ^m.fc<D^t)ffimiz.j:<9mte%<vx\ ^nh^m^x^m-rm-i 
&\/\ 

[0078] ^mm<DNiffi#iW-$:±m<D £5 \cr?w^^— m^mmm^m^ ^zm& 

EP0125023. ^t|#fR£|S4H§EP0239400. EP045126, B^^i^iWO 
94/20632, PUBMED ID 15316127 (Protein Eng Des Sel. 2004 
May;17(5):481-489. Epub 2004 Aug 17), 9653494 (Ann 

Oncol. 1998 May;9(5):527-34.) , 1 350088 (Proc Natl Acad Sci USA. 1992 May 
15;89(10):4285-9jm&^mi-%~b\Z£Vft?~btfX%% 0 
[0079] ,%<LT#^tL^^BJ!(DT/^N^^-^(D^^J{ilE^^J^^(DAPP^^ 

[0080] ot, mmm^mf, *mm&mz.Mci$mcmmirz>t>K ^mm^tihicxm 
bmmztizhtDXittw *fc^n#«, *mmw<Dmm\cm-3\^x?&M,K^:m 

[oo8i] mmm 1 

fc:|£tl<D B n p Srv^^?^ (Synpep 
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Corporation) ^i^tft (TANA 

Laboratories, USA) X^MAUto ZrtlbiD^ZffWT^S&SBM^ TIEO(e) 
, (f), (g)*5j;t^(h)^i-iif9-e^o ^^K(e){*T^n-rK)3(Dl— 16(D 
T^y^BB^iJ (IS^iJ#-^l) tc^;*^^ (C) Srttitfc^^K-efc^ (f) 
T^n-TKjS (Dl-5(DT5/^gB^J(gE^J#-^2) ^C^ttftfc^W-Cfc^ 
K (g) teT5n-TK jS (1-40) <D35-40<DT5/^Ifl?iJ (IB^J#-^3) KKC&tttffc^ 
^Kt?fct), ^^K(h)«T5n^Kj3 (1-42)(D38— 42<DT^/^IB^J(IB^J# 
-^4) icy v^-v-^r^ (KC) ^#itfc^^KT^ 0 
[0082] (e) DAEFRHDSGYEVHHQKC 

(f) DAEFRC 

(g) KCMVGGVV 

(h) KCGWIA 
[0083] MMM 2 

JifB(D^^^K^^ti^n^y^^^M'^^^rEMCS(N-(6-Maleirnidocap 
royloxy)-succinimide)fefe(Cj;i9, ^TM^LTft^cLfCo &*3 % f£-8^£f1^ 
(Cfcfc«9, f-^n^n^y^^^K^EMCS^^e/Vtb^^^l :300:400i!b 

[0084] £1\ Hife^!)10^^^K4mg^r, ^tt^tt^Jlml(D^©^^^Lfc 0 — 

lmlCOO.OlMy^^/^^^T— (pH7.0) JCSmgCDlMn^^y^^pL^bCD^ 
>^/^/W^K-e^LfcEMCS80 ng/^ l^^tt-^tt-h^/V-tB^*^ 
ftSJ^fc^U ^ti^a^y^-EMCSlS^#:^^{^Lfc 0 Z.<D&&m®& 

«9, EMCS^^$ttfc^y^K<^^^n^n^y^^(D^^^^^Uyt 0 
[0085] c:<D3jg^^Sr, PBS^v^lffL, m&mt^XiOn ix \\z.t^Xo\zM 

[0086] Hi^J 3 
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T$n-fK j3 ( 1-40) (Dcffi^^F&mmirztftft&ftm: ■■ 
tm&'<— h-r— , x63-Ag8-653^y^w^y=t— Mtyfrms&M&fcttu 

JCWliJ. Immunol. 146:3721-3728) Km^ttmzXVs^^W^-^r&mtfZL 
[0087] _hfBO £5 ^LT^LfcJNBJ^^jfiL^JfiOGIT^Jfi (^P3feM^X||4«^*± 

$D *e^J!S»8o%^^-f-§^-e^:f$^^$^:f Co ^ ^^(Dmrn^h^ (1,0 

OOrpm, 15min) i^jjWlSSr^U^V ^C^, ^^T^e^A£50%f^P#ttg{;:L 
T4°C-e— Bfe#gb, M:£js>L>(l,000rpm, 30min) izX^mUl^fc 0 ^.\CZ.<Difc 
m&2B ^#IRLfcbinding 

buffer (Protein AMAPS IlkitM) KWM^fc^k, Protein A# 7^ (Pharmacia 
-Amershaml) ^IgG%m.M^fc 0 ^©f, PBSjgW^t^ToT^fl^ffM 
U T5n-TKj3 (1-40) (DCWi^^ZmmirZtfLfo&nfCo ^LT'©feiMlA 

[0088] ^I^J 4 

^x^y^ny^y^H «ts 1 A10^#:<£>#Mt£<£>fflliB : 

ir%Z.k&mmir%fcmc^ lAlO^fl^rffll^CT^n-fKjS (1-40) , r^K j3 (1 
-42)^1^0^/3 (1-43) ©^^K^U Sr2fe($lx.^ r#^«j^ 

[0089] ^^^n^^^^ jf^H 1 K^Vtc 0 A10 te, 

n-TKi3 (l-42)*5J:U?T5n-rKj3 (1-43) fcfc£SJSHi:1\ T5n-fKj3 (1-40) (D^ 

[0090] Hi^J 5 
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T$n-fK j3 ( 1-42) (Dcffi^^F&mmirztftft&ftm: ■■ 

«|^|:#L, Jcma. Immunol. 146:3721-3728) \C^-<tzJ5mz.^0 ^ 

zfw-^&miRisfco mmt, mm^ntc^^iw^mu ^^K( g ) k 

[0091] _hfBOJ:5t-bTil$RLfc*0^^»!l3i!^|#^|fMb, T^n-fR j3 (1-42) CDC 

[0092] ^ ife #!| 6 

^*^t-J:^lC3^:#:(DS^tt»'ft#: 

^»!l5-e#^tbfclC3^i:#:^T$ci-rKi3 (1-42) ©CS^/fK^fit 
^^^«i"^cfe^, lC3^#:^fflV^-CT5i3^K3 (1-40), T^n-fKi3 (1-41 
T5o-TKj3 (l-42)*5j;tJ«T5n-rKj3 (1-43) <D&-<7°^KmU ^miMX-ft 

Z>%km\Z.fe6E10ifLfc (Signet Laboratories, IncS)^fflWc 0 
[0093] ^tt^(D^^m2[C^kL,fc 0 lC3ffim^ T^n^f K j3 (1-42) KIR 
«U T^n^KjS (1-40), TSWKjS (l-41)*3j;t^T^WKj3 (1-43) Srl»«b 

[0094] il^J 7 

#JlWIia£i»^— , X63-Ag8-653^y^l/^y=!— /Mfcfrffll&Bte- 
fcttU 3Cit£(j. Immunol. 146: 3721-3728) fCjfi-^^ifeJCtD^^^yK— r 
&m$l^fc 0 m$U*. @^b$ttfc^^K(e)*5j;l>^^K(f)^J^«« 
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[0095] _hta<Dj;5 i^xm^tcmm^mmm3tmm^mmu t^h^k 0 ©ns^ 

[0096] 8 

ZmmirZtiibK, 82El£tf*£ffl^TT5n-fK/3 (1—40), T^n-fKjS (2-40) *3 
£TJ?T5n^Kj3 (3-40)CD#-<^K^^U ^*fe(#l;tkf, r#^£^g#^ 

m%fcm&(APP)&immm^fc^4~—xy^^—m%&&, i%oTriton 

n^^^lfofco ^_h?t Kit*. APPtdJP;L, T^n-fK j3 :&itMPP;5^ j3 g|3 
i3 C?—^t;V77Jf^y ( £ CTF) tf5^**L5o 

^S^i~^^V^tL-CV^6E10^Lft: (Signet Laboratories, Inc^) ^oV^T^^ 

[0097] ^7^^y^yT^^<D^^mS, ®4^Lfc 0 H3J;«982El^Lft:«, T5n 
-YKj3 (2-40)3oJ;U?T5P-rK|3 (3-40) T^n-YK i3 (1-40) W£ 

mmir^t^mmx^tc 0 6eio^l#:«, t^-yk/? d-4o)^^^-r 

, T5n-TKj3 (2-40)*Dj;U?T5^Ki3 (3-40) ^m^-r^-^^lS^-e^7t: 0 £fc, 
H|4J;<9, ^ey^n— f-/k^;f^82El{i, APPta3HJ^i\ T^TK j8 *3«fcT* j3 CT 
F©^.SrtR3»-r«r.i:dSfl||g-c#^ 0 — ^ 6E10^:#:«, APP&fMR-rs^tfSfil 

[0098] HJg F!l 9 

TSn-YK /3 (DN«-<^K^fi-r^^:#:(82El^i;#:) i:HRPi:(DM^ 

^»!l7-e#^tb7c82Elfei:#:i!HRP^(D^^«i^T^ i5 KtfmUto ^gi 
<DHRP£^7k^§^U NalO -CBkffc&iirfc^ pH4.4(DlmMg^^ll^fiSi-— 

4 

Sfe^WbfCo 82El^#:(D2mg^pH9.5(D0.1M^^|l»^(-— ife^WbfCo 
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4 

[0099] Hlf^J 10 

1J-^K-lV^ELISA?fe<D#£fg : 

LT^fofCo , 20Mg/ / ml(DlA10fe ! L#:feSVM*lC3^T;#:^100^1-fo96well 
(DELISAffi^l/— h^P^.fc 0 #CVvC\ r^4°C-C— SfeSJ^^fc^ 1%BSA/ 
PBS/NaN ^^T^n5/^^^fV\ f-^K-lV^ELISAffl^V— htUZ* * 

3 

fc. lllfef?!j6^^b^82El^#:^HRP^(D^#)^^f*:^Lfc 0 
[0100] JifBELISA^V— btWMifi^m^ ^-C^T$C2-TK j3 (1-40) ^Sl^cT 

^n-TK js d-42) (D^zf^h*^m^xm^^<>^mm^(Df^^m5\zimir 

j3 (l-40)&m&LJd& 05tpCDB^ lC3^L#:i:HRPtlB^82El^Lft:i: 
(Dia^^-fr-e^T^n-TK 0 (l-42)^$iJ5£LfcM*-e£>5o VN-f^^»# 

[0101] HJfe^l 11 

l6^rM mcDT^u4}?mmfcm & (APP) ^mrf-^)T&2576i&U^aMK.^^ ( 
n=3) HJfe^!j7-e#^tLfc82El^i#:^PBS^fflV^lmg/ / ml^ira#L^(D 
«\ SMlS, 10mg/Kg(^^f£M)O#Jl^:\ M^^-LfCo =3^hr2-/k 
£LTPBS<W£|^#&;i&^Ub(n=2) 0 82Elfei;#:*fc«PBS^12[Hl 0f£j3^ 

ZftmU T^n^KiS (l-40)*5J:^T^n^K|8 (1-42) tf^n— *j~sVfcW.{Mz. 
tt^tt^^W^BffM:Mp B o#^-18580, 18582) ^o«MLfc, ^ 
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[0102] *fc, m^&w^hio^ ii^^tt^ii;, mmmT^svjj^ti/i/'? 

/VPCiy^h^^T(Compix, Inc. Imaging Systems, USA)^ftot^-^j| 
#fWh 0 (l-40)*5it^T^^Ki3 (1-42) (DttM^^M^ <D^m.^k 

&mmmL(Dm& (%) -e^wt Q w^j^eis^uco 

[0103] pH7.6(D0.05Mhy^^«^a^7K (TBS) ^ttT^-fK /3 

tfmgSB (B^i/4)^^6M^T^v ? >-^'ctttiiL, mmmio^rnvtc^v^ 

^^•ELISA^^rT5n^Ki3 (1-42) $5£Tft^— ^T^n-fK £ (l-42)PJ5£^h 
(4«^±£>S£ ®Wm%M :In B p#^l 771 1) -CT^n^K ]3 (x-42) ^PJ^b/c 

o ttm^{«i^(M. 

Morishima-Kawashima, et al., Am. J. Pathol., 157 (2000) 2093-2099.) fEtt^^^^ 

[0104] T^tnT /3 (1-42) »^^^^#J;«9=3^hci— /t^ltKL-C, 82E1^^-Lf'-^ 
-7^-e^^A^m^/>^^ofc(IH6) 0 Tfefcu ^ff^M^tb^L-CT^n-rKjS 
a:*(D3gV^I£^-e{i82El^S^-bfc-^^^*5V^-C^i. ^>Yn—;Vbitm^X 

Wb^^A$l(Dm^tj:f)^fc (07) o ^(D^>{i-r^-> ;? T^-7-rif--et#m 

^tfc(|2|8) 0 T5n^K/3^te82El^^Ufc^^T5n^K/3 (1-40) (^ 
W-C30%(D^\^-e40%(DM^(*^P<0.05) o K T5n-TKj3 (1-42) (^ 
»-e43%(D^(p<0.01) % ^-C40%(D^>(p<0.05) o )<Z)M^^^^ 
^bTV^c 0 S^, J»»T^n-fKj3 (l-42):£>J;0?T^tM'K j3 (x-42)^ELISA 
XmmVfcMi$km9) , 82El^^-Lfc-7>7^-e^^M^b-CV^(*^50%(D 
^(4t^ p <0.05)) o 

[0105] ^mm^T^v^ js ^N^^K^mmi-^^^. t^^k p &mmu ^ 

[0106] t£oT, ±fBfet#:^flJfflbfcT^n^K 0 PJ^^^hf*. ^tt*T* rfrlg^ttTV 

v^V pMfe^yhtmt£<9, ^«iri-3T^n^Kj3 (l-42)&3V^T$n^K )3 
(1-40) Mfi|^PJ^i-§r^^-e^§ o 

[0107] _hfE<DT^n/f K j3 PJ^^h«, T^n-fK i8 ^m^^T/^/^-^— S# 
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[0108] $t>^ ±Mm*%nm\.t'T;vy^^—M(Dmmm\±, t^^k # (Dttm&m 
[0109] [mirai^ VM?>y^yT^7iz£%iAioffifo<D&m&&^irmmx&z>o 

[03]H3«, ^^^n^^^^j:§82El^:#:(D#Mtt^i-|llffi-efc§ ( 
A:82E1#l{*\ B:6E10^#:) o 

[El4]g|4^ ^^^i3^^^^i§82El^t#:(D#Mtt^-f-|llffi-efe^ ( 
A:82E1#l#\ B:6E10^t:#:) o 

[g|5]El5te, ^ifef^lO^MLfcELISA^h-C^T^ti-l'KiS ^fflV^-CSiJ^ 
*5^ofc^2pfta^M*^-rEIB-efe?. (A: lA10^#:£HRP^m82El£i#: 
^m^^^^T^-fK /3 (l-40)^SiJ^LfcM*. B:1C3#l{££HRP1! 
ff582El^ft^<D&^;fr^^^T5P-f K £ (1-42) ZMMlsfcffigk) 0 

A : 82El^t#:^^-Lfc^^, B : nyhn-/W^) „ 

[m7]07«, &*M¥mmj&m)<Dft^&<Dffi$k$:^irmmx*&z> (a:82ei 

[g|8]H8te, ^tF^T^n-TKjS (l-40)£U;O?T$tM'K/3 (l-42)(D^^fJ 

^fp^^^^^^ttis^fij^ (%) -e^b/cEiB'e^o 

[g|9]El9te, JOT<£>T5tMT/3 (l-42)*5j;U«T5i3-fK/3 (x-42) ^rELISA-eS'J^ 
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m^mm 

[2] T^n-TK j3 (DNiQ-<^^K lk<DT*;mnm (a) ^^S^^K-e&Sfit^ 

(a) DAEFRHDSGYEVHHQK (lE^M^l) 

[3] T5n-f K 0 ©NS^^fK^, #C<Z)T5/^IE?IJ (b) X^tlZ^^XfoZm^i 

IRH 1 ill Btt^^/^n — ^/MrLffco 

(b) DAEFR (ia?lJ#^-2) 

[5] T^/^ia^J (a) -e^$ti^^ 0 ^Ki:^#:i«^^b^i:^M^^l^^ 

o 

(a) DAEFRHDSGYEVHHQK (lE^II^^-l) 

(b) DAEFR (IB^J#-^2) 

Stt&KD&Mks T^n^KiS (1-40) Ss&ttT^fK J3 (1^42)Sri8fl»-t-«JrifrSr 
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[10] T^n-TK 0 (DOffi^T-VfiK &.<DT$ymmm (c) X^friZ^y^X&zmM 

(c) MVGGW (E#l#-g-3) 

[in r^K js (i-4o) ^m^ir^h(D^h^m^MMiomisM<DT^ti^v $ ©sue 
[12] t^ixyk /s ©cifi^^Ki&s, ^©r^y^ga^j (d) -e^$tt§-^^K-e^ff ^ 

TO8OT*c<£>T5n-fK 0 ©SU^yh 

(d) GWIA(E#l##4) 

[13] T*v4V j3 (1-42) ^SiJfe-r^©-e*>§f»^- l S^12iIfB«(DT^n^K 0 <D$iJS 

[14] f#:^©7^K 0 fc, T^nWK 0 WNS^^K^EtL, 0 
S&Srl»«liUcv^f#:*5j;TJ«T^n-YK/3 (1-40) ^cteT5n-fK 0 (1-42) 

[15] T5n>TK 0 (1-40) TfefcttT^ixYK j8 (1-42) &fMW-5tfcfttf* % K j3 CDC 

[16] T^n^K 0 (DN^^^K^^^r^^^k^^OM^^lO^iJm^bTWj 

T^tfT^WKjS (1-40) £fcteT^n-fK0 (1-42) (D^P1W^IJ 0 
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